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Abstract(Basic):CNlll3234A 

The present invention relates to a method for preparing compound of 
the invented chemical constitutional formula (I) and its correspondent 
free alkali (H). In its constitutional formula A representschlorhydric 
acid, sulfuric acid, hydrobro mic acid, oxalic acid, maleic acid and 
perchloric acid, the inorganic and organic acid which can be mathched 
with (H) to produce acceptable physiological salts, and S represents 
water solvent. The chemical name of said compound (I) is the solvate ol 
physiological salt of 1,1,2, 2,3-pentahydrogen-9-methyl-3 
(2-methyl-imidazole- 1 -radical) methyl] -4-oxocarbazole, and is 
effective 5-HT3 receptor antagonist, and clinically it has the strong 
therapeutic effect for treating nausea and vomiting due to cis- 
platinum and noncis-platinum chemotherapy and radiotherapy. 
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HCI-2H 2 0(x) 




fc** *1, 1. 1. 2. J - St - »-f C < ***•»-* > " 



CH, 

et al Eur. J. Pharmacol. , 1979. 59, 195 - 210; Irelard, 
Straughan, Typers, Brit. J. Pharmacol. , 1982, 75 16p; 
Humphrey, Neuropharm 1984, 23, 1503 - 1570; Richardson et 
al, Nature 1985, 316, 126 - 131; Bradlay et al, Neuropharm 
1986, 25, 563 - 576. & jt***fc+**3-fl?*****#* 

T « *fl + « * T ft 4 ft-fr* » ft* *; £ £® 
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nr.****.*. ********** *** ,x **?**f , 

m u A 1? (6.38) . N 12.12 



(12.08). CI 10.46(10.19); IR: U _ 3200-3400 (OH) , 
1630 (OC). 1620 ( 00), 1580. 1480, 760™-, MS: M/Z, 



293 ( 



211 ( 



198 ( 




) , 



) , 



) , 183 ( 



149 ( 




CHj ) , 143 ( 
55 (BjC-OCSO^) ; ifmm:DMSO-d t , S in , 1. 90-2. 25, 
2. 96 - 3. 25, ( 5H, m, -CH.-CH.-CH- ) , 2. 65 ( 3H, S, 
C-C/f,), 3.74 (3H, S, N-CH,), 4. 23- 4. 31, 4. 63- 4.69 
(2H, dd-dd, -CH t -), 7. 55 - 7. 69 (2H, d, d CH-CH) , 
7.19 - 7. 29, 7. 50-7. 55 ( 3H, id, ArH) , 7. 97 -8. 05 < 1H, o, 
ArH) ; »CMm:S ac , 191. 18, 152. 83, 144. 44, 137. 41, 
124. 05, 122. 65, 122. 26, 122. 20, 122. 01, 117.71, 110.60, 
110. 26, 46. 87, 45. 36, 29. 76, 26. 20, 20.64, 10. 42. 
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mU 1. 2, 2, 3-£*-9-¥i-3- C ( 2' -f ) 

&5g (0.017mol) *«C. D*E*#Wfc£* U) **f 
40ml^S| + , *A30gftaW*f *# 

fc0SjMF*. ^A40ml 0. IN HCl,«#l-2^Bt, SiB**, « 
*t»*A*#40»l 0. IN BClft#. «*• 

*«. **. #4.5g#£ft£& 
(X), 7*^72. 05%, op. 176 -mx:, *X*?Af**t* 
Sf#, ff-*ft*». c xt H„N>o.HCiH,q, MW, 

374. 83, ( i+glt ) %: C 62. 46 ( 62. 16 ) , H 6. 24 

(6.12) , N 12. 04 ( 12. 07 ) , CI 10.41 (10.19) ; IR, MS, 
•AMUR, •toU«*«$*MV 6 **W- 

'lOBgl i l f 2 t 2 f 3-i«-9-«-3C (2'-¥***-l-*) T 
f !Bl^C=O^W)CAl620cm- , ^^1625cm- 1 ^, 
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-3-[ (2'-?**«4-l- *) f *) -*"*^ , *ft^i* SJ:1 




HYPETCHEM EM fttt#*«*f» n***#+ifi. I***?* 
frfl^SKW 5382f m / *#. 

1. 2, 2, 3-£ t-9-f *"3- C ( 2' - ¥ ) 

W.25g (O.85mmol) ( H ) *■? 5ilZ.»+, atXfHCK 

ft, #pH3Bt, ffit. *#. **. 4«*B*. » 
220i;*£#*fc**(X). j**70. 45%, mp. 176- 178X3. 

ir, MS, 1 hnmr. "cmmfcte^MA^fyft®. 

me-. 

l,l,2,2,3-£ft-9-¥*-3-C (2'-f*#4-l-*) ¥ 

£) -4-4W&+* < n ) 



2.5g 2-fI*flf20"il^t' *A*£ 

*M98g(10-ol)*«F*G« 

■a, *#, *xiooii*, #rii@*i #*. t 

l! *2.5g#*fc**(n). ■* 220 - 223X:, *f85%, 
flf»t*ft. f*. #2.2g*ft»«*. 227 ~ 228 

X:, /*£75.1%, **** W »• 291 35 ' 

%: C 73. 45 ( 73. 70 ) , H 6. 54 ( 6. 53) , N 14.01 

(14.32); 1R, MSa***5*«Q*H; CDC ^ 
1.80 - 1. 94, 2.04 - 2. 25, 2. 82 - 3. 02 ( 5H, m, 
-CH,-CH X CH-) , 2,46(3H, S, C-Ctf,), 3. 68 ( 3H, S, 
.VCtf,), 4. 07 - 4.14, 4.62 - 4. 69 ( 2H, dd-dd, -Cff 2 ->, 
6.91-6.95 (2H, d-d, CH-CH) , 7. 31 - 7. 33 ( 3H, id, ArH) , 
8. 22 - 8.26 ( 1H, m, ArH) . 

^250ml3 P«t. ^A3£ (O.Oltnol) 1, 1,2,2, 3-£*-9-¥ 
£-3 C (*##JHM W -4-*ftt* ^3N|L»1«^S 
pH6, m> AfA40BljEPf»*5t(0.06BWl)2-f 

*85.9%, jl***Wi& MW, 293. 35, 

%: C 73. 45 (73. 72 ) , H 6. 54 (6. 58 ) , N 14.01(14.22); 

««« «ArA i£in l«fl 1 4R0. 1280- 

IR". Vnm. JWU » * > '* Vi » ' 0 '* i;, iy " ! ""' i ' ' ; 
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1200. 760cm'; MS: M/Z 293 (aT), 211, 198, 183, 149, 
144, 55; S XH (CDCU 8. 23 - 8. 26 ( 1H, m, ArH ) , 7.33-7.31 

(3H, n, ArH), 6.95-6.91 (2H, dd, CH-CH) , 4. 69 - 4. 62, 
4.14-4.07 (2H, dd, dd, -CH t -) , 3. 68 ( 3H, S, NCH, ) , 
2.46UH, S, C-O/,), 3. 02 -2.82, 2.25 - 2. 04, 1. 94 - 1.80 

(5H, m, -CHt-CH^H-) PPm. 

4250«lEP^t*»A7;li (0.06mol) 2-fi**** 
&, 3i-(0.0lMl)l,1.2,2,3-5i.-9-f*-3-C 
N-) f £ ] -MUWf&MOmliE?!*, $3N&$$Tfr&&&£% 
IpB6, £95rTilP&35/htt, 
2.35*#«ft*«. / fe *77. 01%. 

1, l,2,2.3-£t-9-«-3- C (2' -«**-!-*) ¥ 

in-Aft* 1 * ( n ) . 

14. 85g ( 0. ISnol ) JjW*i*$»15Bl^¥*f 
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VMWC, mule, Mtf-SSiooic, *#AHHMM+ 

****• WW* 15 - 9 *' f 
2. og ( lo-oi ) Ifc-Hf < iv ) ■ 2 - °e ( 10 - w n ~ ( 2 ' 

P H6, Mfl*. **• * pA100n " 1N HC1, ' u ® 

****»«. ******* 

ft, **. as***, m »«* 220 - 223 

X;, / c #68. 26%. 

U,2,2,3-£3H-¥4-3- C (2'-¥»**-l-*) T 

IS ] -HP.ft"H < n ) 

2. Og ( lOHtl ) ft^ft ( » > • 1- 2 « (40l » o1 ) 
1 egl^-S^oin^!*^ 0 " 1 ^^*^' S * X 

c*v«3«fcjn. a* 20 **- **• 500,1 1H HC1 

H, #«.lS|ttj"ft, ■> 218 -222lCjfl¥B»t^S. T». # 
0.26g*f». f*8.87%, »p. 228 -229X;, IR, MS, MmR 
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^ ^3 F * 

,. 1. 2, 1, 3-it-»-f 

2 l,HO-Dl)it*«(W). 1. 21 t4S«L 

**. *A5o.i in m. «#. *»***. ***** 

R3X3.1. «***• *********** 

* Af«0.2f. *■»»(»>• ********* *■* 
«w«*. **• **• *****' m 

a, * WS.5-W6.3T:. 

< y W W.-.»i.».*«« l **« ) * :C71 -' 4 - , fiJ „ 
(72 46), H 7. 53 (7. 43), » 9. 28 (9. 38 ); 18: »- W40, 

16 20, 1580, 1480, 760.*. MS: M/ Z. 299 ( M' * 1 ) > 
(j/t)i JJK^OO). 198 («*0 ) . 1«, 100 
( CHr«O on * ) : '/Mlffl: CDC. 4. 8-23 (lH, i, *»».). 
7 26-7. 30 ( 3H, ArK) , 3. 70- 3. 78 ( 4H, m, CH.OCH,) , 
3.86 (3H, S, V-Of,). 2.20-3.06 (UB, ■. (SWOT,. 

WAG: 

l,l,2,2,3-£t-9-¥*-3-C (**#+•*» 

14 85 g (O.lSnol) 
X4 »t (0.1*1) «-*¥*-2-ft*-il0-«* < «■!■•»> ** 
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aaitfc. as*/**"- 9 *. >** 

92%, fftT^EMfT'Ml 

2. Og (lOmmoi) (IV) , 2. OgN- (**#-«-£) ¥*- 

frA50«l IN HC1, ****•• ***** 

*, ***#, *'*««*f *. ***• 

lift, Q.5gfc**0ttttfc£* (IV) . MftNaOHftM , #Sl 

B#, it*. *#**. f*. ffi.2g*«ft*». /*♦ 

53. 69 %, ^ML*Z,ttM, mP. 165.5~166.5-C, 
IR. MS, »™ffl**ft*H*«F«^*-*-- 
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